Background: Growth-curves are an important tool for evaluating the anthropometric development in pediatrics. The different growth-curves available are based in different populations, what leads to different cut-offs. Pediatric obesity tracks into adulthood and is associated with increased cardiovascular risk. The accurate assessment of a child nutritional status using growth-curves can indicate individuals that are either obese or in risk of becoming obese, allowing an early intervention. Moreover, the association between the data obtained from growth-curves with specific metabolic risk factors further highlights the importance of these charts. This study aimed to evaluate the associations between body mass index z-score (BMIzsc), determined using the growth-curves from the Centre for Disease Control and Prevention (CDC) and from the World Health Organization (WHO), with cardiovascular risk factors, represented here by metabolic syndrome (MS) and insulin resistance (IR) related parameters. The study involved 246 obese adolescents (10-18 years, 122 females). MS was defined according to the International Diabetes Federation. IR was considered for HOMA-IR greater than 2.5. Findings: No difference between both BMIzsc in identifying MS was noticeable by a ROC analysis. For both indexes the area-under-the-curve increased for older groups, particularly for males. CDC-BMIzsc was the best predictor of MS by logistic regression when all population was considered, however MS was better predicted by WHO-BMIzsc for females and by CDC-BMIzsc for males. Younger girls and older boys were in increased risk for MS. Similar results were obtained for IR. Conclusions: A significant difference between the two BMIzsc regarding their association with MS and IR was not clear, being these associations weaker in younger individuals.
Introduction
Pediatric obesity is an important problem in Portugal with almost one third of Portuguese children and adolescents being overweight or obese [1] [2] [3] . As obesity is associated with increased metabolic and cardiovascular risk [4] , it is important to accurately evaluate the nutritional status in pediatrics and identify individuals in risk in order to intervene as soon as possible.
During childhood body mass index (BMI) is adjusted for age and gender defining the BMI z-score (BMIzsc). Two of the most used BMI-based criteria to evaluate the nutritional status are those from the Centre for Disease Control and Prevention (CDC) and from the World Health Organization (WHO) [5] . These criteria have different base population, leading to different growthcurves and cut-offs. In fact, for a given population, WHO-BMIzsc associates with increased percentage of obese and reduced percentage of under-weight when compared to CDC-BMIzsc [1] .
In Portugal the CDC criterion was recommend by the Portuguese Ministry of Health until 2012, being the criterion from WHO the recommended since 2013 [6] . It is necessary to evaluate how this change influences this tool efficacy in characterizing the nutritional status.
Furthermore, rises in both BMIzsc, have been associated with increased cardiovascular risk factors [7, 8] . Nevertheless, there is limited information regarding how the relation between BMIzsc and biochemical variables is affected by this change, and if there is any statistical advantage in choosing one criterion over the other.
This study aimed to evaluate the differences in BMIzsc determined using the criteria of CDC and WHO [9, 10] , and their relation with cardiovascular risk factors, represented here by metabolic syndrome (MS) and insulin resistance (IR) related parameters.
Methods
The study involved 246 obese adolescents (10-18 years, 122 females) identified from medical records from two Porto hospitals (Portugal). Anthropometric and biochemical markers were determined as described elsewhere [11] . Participant's BMIzsc were classified according to WHO [10] and CDC [9] criteria.
The participants were classified as presenting or not MS according to the International Diabetes Federation [12] .
The population was also divided in presenting or not IR according to having a homeostasis model of insulin resistance (HOMA-IR) greater than 2.5 [13, 14] .
The distributions of continuous variables were analyzed using Kolmogorov-Smirnov tests to assess significant departures from normality. Normally distributed variables are presented as mean ± SD (standard deviation) and those non-normally distributed are presented as median (interquartile range). Variables non-normally distributed were log transformed before further analysis.
Comparisons between two groups were performed using Student's unpaired t-test. The association between categorical variables was analyzed using chi-squared test and Fisher's exact test.
The strength of the association between the variables was estimated by Pearson correlation coefficient.
To evaluate the agreement between the BMIzsc defined according to the WHO and the CDC criteria a Bland-Altman analysis was performed.
The population was divided according to the following age groups: Group 1: males < 13 and females < 12 years; Group 2: males ≥ 13 and females ≥ 12 years.
To evaluate the association of MS with the two BMIzsc criteria a receiver operating characteristic (ROC) analysis was performed.
A stepwise logistic regression analysis with MS or IR as the dependent variable, and an entry criteria of P <0.05, was also performed involving the two BMIzsc as independent variables, while controlling for age and gender.
Both the ROC and the logistic regression analysis were repeated while dividing the population according to gender and age groups.
Statistical analysis was performed using the Statistical Package for Social Sciences (SPSS, version 21.0) for Windows (SPSS Inc., Armonk, NY, USA). Statistical significance was accepted at P less than 0.05.
Results
The population characteristics are resumed in Table 1 . The individual correlations between the two BMIzsc and the different metabolic markers were similar being the highest correlations found with waist-to-height ratio and insulin. Regarding the MS groups, there was no difference in gender and Tanner stage distributions. Figure 1 presents a Bland-Altman plot between WHO and CDC BMIzsc. This type of analysis can be used to evaluate the agreement between two methods/assays that quantify the same variable. It can be observed that the difference between the scores increases with the increase of their average; thus, these scores will classify subjects differently, especially for larger BMIzsc.
No difference between both BMIzsc in identifying MS was noticeable concerning ROC analysis (Table 2 ). There was also no difference when the same analysis was repeated further stratifying the population according to gender and age groups. BMIzsc from both criteria did not seem to associate with MS for the younger individuals, both when considered together or separated by gender (particularly in males), contrarily to older individuals ( Table 2) .
The variable that entered the model in the stepwise logistic regression analysis for MS with the two BMIzsc as independent variables when all population was considered, while controlling for age and gender, was CDC-BMIzsc (Table 2 ). Afterwards the analysis was repeated according to gender, being the presence of MS better predicted by WHO-BMIzsc for females, while by CDC-BMIzsc for males. When the analysis was made considering the age groups, no variable entered the model for the younger subjects, both when considered all together or separated by genders. For the older group the associations mimicked the ones seen for the whole population (data not shown).
The logistic regression analysis also revealed that younger girls are in a slightly increased risk for MS, while for males the effect of aging is the opposite, with older boys presenting a worsening of the odds ratio. Puberty interfere with the metabolic status differently according to gender. Indeed, features of MS, as lipid profile, fat distribution, blood pressure, insulin sensitivity, vary through pediatric ages, with a particularly strong fluctuation during puberty, while pre-pubertal sexual differences are usually moderate or absent [12, 15, 16] . After puberty, the differences in sexual hormones seem to relate to the less atherogenic lipid profile and improved inflammatory status presented by females when compared to males. These changes in inflammatory factors, particularly mediators closely associated with IR and MS could explain part of the gender-related differences. In fact, post-puberty girls (vs. boys) present an inflammatory status, characterized by increased adiponectin and reduced C-reactive protein, that is linked with reduced IR and improved plasmatic lipids [17, 18] .
A similar analysis was made replacing MS by IR and dividing the population in presenting or not IR according to having a HOMA-IR greater than 2.5 [13, 14] . The results were similar to the ones obtained for MS, nevertheless, CDC-BMIzsc was the best predictor of IR for all groups (except for young males, for whom neither BMIzsc entered the model, data not shown) ( Table 2 ).
Limitations of the study
This study presents some limitations, namely: it was limited to a geographical region (Northern Portugal) and only obese individuals were included. In this way, it is Pre-pubertal defined as Tanner stage = 1; 4) With MS n = 45, without MS n = 172; 5) With MS n = 60, without MS, n = 180; BMI, body mass index; CDC, Center for Disease Control and Prevention; CRP, c-reactive protein; HDLc, high density lipoprotein cholesterol; HOMA-IR, homeostasis model of assessment-insulin resistance; LDLc, low density lipoprotein cholesterol; MS, metabolic syndrome; pre-pub, pre-pubertal; TC, total cholesterol; TG, triglycerides; WHO, World Health Organization.
not clear if the present results will apply to different populations or normal weight individuals.
Conclusion
Concluding, it does not seem to exist a significant difference between the BMIzsc calculated according to the WHO or the CDC criteria regarding their relation with metabolic markers or power to predict MS or IR in obese Portuguese adolescents. In the younger individuals, the association between BMIzsc and MS or IR seems to be weaker or not yet present, especially in males. For older individuals there might be a slight better association between CDC-BMIzsc and IR for all groups, while MS seems to associate better with WHOBMIzsc for females and with CDC-BMIzsc for males. An increased risk for MS for older males and younger females also appears to be present, highlighting the importance of an early intervention. This is, to the best of our knowledge, the first paper to describe the increased risk of MS for younger female adolescents. A protective effect of female sexual hormones, particularly estrogens, against cardiovascular risk has been long discussed [19] . In fact, it seems to exist a down regulation of visceral adipose tissue related oxidative stress and inflammation by estrogens, particularly in obese individuals [19, 20] . Nevertheless, other articles point to a negative effect of puberty on cardiovascular risk in both males and females [21] . Further studies are needed to clarify the influence of puberty itself and pre-pubertal development in future cardiovascular disease risk.
The growth-curves are an everyday instrument for the pediatricians to follow the child/adolescent development. Although the WHO criterion was built to be better adjusted to populations with different backgrounds, it does not seem to present many differences to CDCs' regarding the relation with metabolic risk markers. Moreover, the use of different criteria can lead to different epidemiologic data even without effective variation in the population being present. Thus, studies before and after the adoption of the new criteria should be carefully compared. 0.696* 0.689* *, P < 0.05; **, P < 0.001; 1) adjusted for age groups; insulin resistance defined as HOMA-IR ≥ 2.5; metabolic syndrome defined according to the International Diabetes Federation; age group 1: males <13 years and females <12 years; age group 2: males ≥ 13 years, females ≥ 12 years; AUC, area under the curve; CDC, Center for Disease Control and Prevention; CI, confidence interval; IR, insulin resistance; ROC, Receiver operating characteristic; MS, metabolic syndrome; WHO, World Health Organization. 
